To asses inappropriate prescribing and its predisposing factors in polymedicated patients over the age of 65 in primary health care. Design: cross-sectional study. Setting: Primary care centres in the Costa del Sol Health District and Northern Health Area of Malaga in southern Spain. Participants: Patients older than 65 years who use multiple medications. Data collection was conducted during 1 year in a population of 425 individuals who comprised a stratified randomized sample of the population of health care users in the study area. The data were collected by interview on a structured data collection form. Study variables. Dependent variable: Potentially inappropriate prescribing (PIP) (STOPP/START criteria). Predictor variables: Sociodemographic characteristics, clinical characteristics and medication use. A descriptive analysis of the variables was performed. Statistical inference was based on bivariate analysis (Student's t or Mann-Whitney U test and chi-squared test) and multivariate analysis was used to control for confounding factors. 73.6% of participants met one or more STOPP/START criteria. According to information about prescribed treatments, 48.5% of participants met at least one STOPP criterion and 43.30% of them met at least one START criterion. The largest percentage of inappropriate prescriptions was associated with cardiovascular treatments. More than three-quarters of the participants had one or more inappropriate prescriptions for medicines in primary care, according to STOPP/START criteria. In addition, PIP was directly related to the number of prescribed medications, gender and specific pathologies (diabetes).
Introduction
Among older patients, 80% suffer from chronic illness. This group of users generates a three-fold higher demand for care than the general population, consumes a significant percentage of medicines and accounts for 75% of pharmaceutical expenditures [1] [2] [3] . In Spain, 13.86% of the population over the age of 65 years is polymedicated, that is, they use 5 or more medicines for 6 months or longer. Prescribing medicines for these patients is complex and some problems could be avoided or minimized by a more efficient use of medicines. Appropriate prescribing is characterized by clear evidence supporting the use of a medicine for a specific indication, good tolerance and a favourable cost-effectiveness profile [3, 4] . In contrast, potentially inappropriate prescribing (PIP) occurs when the clinical benefits do not outweigh the risk of side effects. In other words, unsuitable medicines may be prescribed, for more frequent or longer dosages than indicated in the patient information leaflet. Other types of PIP involve a high risk of medicine-medicine or medicine-disease interaction or duplicate medications with the same mechanism of action. Furthermore, PIP also includes the non-prescription of indicated drugs. Inappropriate prescribing of medicines is a problem that affects older patients who are polymedicated and have multiple comorbidities and is also a major cause of morbidity and mortality [5] [6] [7] [8] .
Studies published to date have established the prevalence of PIP in the population of older polymedicated people. However, patient-related factors can influence the therapeutic approach chosen by the patient's physician. Therefore, the aim of this study was to determine the frequency of inappropriate prescribing by primary care physicians and its predisposing factors in patients who used multiple prescription drugs and were older than 65 years.
Methods
The study used a cross-sectional descriptive design. The study participants were polymedicated patients over the age of 65, treated at different primary care centres located in the Costa del Sol Health District and the Northern Health Area of Malaga (19 clinical management units in all) in Spain. The patients were selected from lists of polymedicated patients older than 65 years by stratified randomized sampling. The lists of polymedicated patients at each of the 19 clinical management units were provided by the pharmacy service of each health district.
The sample size was calculated by using the percentage of polymedicated patients older than 65 years with PIP (estimated prevalence of 50%). A sample of 425 individuals was necessary to achieve 5% estimation accuracy for bilateral analysis and a 95% asymptotic confidence interval for a population of 12,366 individuals, assuming a 10% loss to follow-up.
Inclusion criteria
Polymedication (use of 5 or more medications for a period of ≥6 months) and age 65 years or older.
Inclusion in the electronic prescription program.
Exclusion criteria
Patients with functional or cognitive impairment that impeded autonomous management of their medication (Barthel Index ≤60 or more than 4 errors in the Portable Mental Status Questionnaire (SPMSQ) (Pfeiffer test).
Institutionalized patients or those with a psychiatric illness. Refusal to provide written informed consent. Language barriers.
Data collection
One study leader was appointed to collect data in each health district, area and centre. Once stratified randomized sampling was completed, the study leaders at each centre or district began recruiting participants.
Of note, the individual responsible for data collection was the same for both districts. The interviews took place at the patient's home. The data collection form designed for the purpose of this study contained all the tests and variables to be measured during the interview. Face-to-face interviews were done at the patient's home using a specifically-designed questionnaire that included all tests and variables to be assessed in the study. On-site evaluations of medicine cabinets were also done, in order to check the medication that really consumed the patient. In addition, the prescriptions included in the electronic prescription program were reviewed by two health professionals.
Study variables
Dependent variable: Inappropriate prescribing (STOPP/START criteria). The STOPP-START criteria (Screening Tool of Older Person's Potentially Inappropriate Prescriptions/Screening Tool to Alert Doctors to the Right Treatment) collect the most common errors of treatment and omission in prescription in the elderly. The STOPP-START criteria have proven to be a good tool for detecting potentially inappropriate prescriptions and improving the quality of prescription in elderly people in all care settings. (added in the text).
A single researcher was responsible for reviewing and coding the stop/start criteria. These criteria, organized by physiological systems, can be applied quickly (in approximately 10-15 min), collect the most common errors of treatment and omission in the prescription and are easy to relate to the active diagnoses and the list of drugs that appear in the histories patient's computer clinics.
Independent variables Sociodemographic: Age, gender, residence, cohabitation, education, social risk assessment (Gijón Scale).
Clinical data: Diseases and disorders (Pathologies and processes collected in the computerized medical record for which the patient received the medication), functional assessment (Barthel Index), cognitive assessment (Pfeiffer test), screening assessment of anxiety and depression (Goldberg Anxiety and Depression Scale (GADS) and number of emergency room visits (Number of times the patient went to the emergency department, in relation to decompensation of his disease or appearance of acute pathology).
Medication: Number of medicines (Number of prescribed medications that the patient consumes daily), number of prescribing doctors (Number of doctors, primary care physician or specialist physician, who have prescribed a medication to the patient), adherence to treatment (assessed with the Morisky-Green-Levine Medication Adherence Scale (MGLS).
Quality of life: The validated Spanish translation of the EuroQol-5 Dimension instrument (EQ-5D), a generic health-related quality of life questionnaire, was used. This instrument is widely used in primary care.
All those data were easily extractable from the history of digital health. The diagnoses are codified, the emergency assistance can be consulted in the computerized history, in the medication sheet are the prescribed drugs and the doctor who performs the prescription.
Statistical Analysis
The data were analysed with SPSS software v. 23.0 (SPSS, Chicago, IL, USA). Quantitative variables are expressed here as the mean and standard deviation and qualitative variables are reported as frequencies and percentages. Bivariate analysis was done with Student's t-test (or the Mann-Whitney U test) and chi-squared tests were used for qualitative variables. Multivariate analysis was done with binary logistic regression. The predictive variables included in the binary logistic regression model, in addition to age and gender, were those that were associated with inadequate prescription in the bivariate analysis. The variables were: cohabitation, social assessment, mental assessment, Barthel Index, GADS, main pathologies, emergency room, number of medicines, number of prescribers. Forward method was used for the analysis.
Ethical Considerations
This study was approved by the Ethics and Research Committees of the Northern Health Area of Malaga and the Costa del Sol Health District, which verified that the study was performed in accordance with all ethical standards set forth by the committees, as well as by the Declaration of Helsinki (Fortaleza 2013).
Results
Among the key demographic characteristics of the sample, the average age of the respondents was 74.68 ± 5.62 years and 64.2% of them were women. Moreover, 20.2% of the patients lived alone. According to the Gijón Scale, only 15.8% of participants had an intermediate social risk (Table 1) . The most frequent chronic diseases in our population were hypertension (84.9%), dyslipidaemia (63.1%), heart disease (53.4%) and diabetes (52.7%). Of note was that patients in our sample had a 60% risk of anxiety and a 32.2% risk of depression, respectively. Regarding the use of health resources, 49.2% of our participants made between 1 and 3 emergency room visits in the previous year and 6.1% made more than 3 visits to emergency services (Table 1) .
Nearly half (48.5%) of the participants used more than 10 medicines. Inappropriate prescribing was detected in 45.2% of the participants and no significant differences were observed in terms of age (p = 0.271) or sex (p = 0.892). Medication errors of any type (omission, duplication, dose, frequency) were detected in 82.6% of the cases analysed here (Table 1) .
Nearly three fourths (73.6%) of the participants met at least one STOPP/START criterion. In the breakdown of this information, 48.5% of the participants met one or more STOPP criteria for prescribed treatments. The most frequent medications were prescribed for the cardiovascular (16.9%), gastrointestinal (15.5%) and musculoskeletal system (15.3%) and for medication-related central nervous system treatments (10.8%).
One or more START criteria were identified in 43.30% of the participants. The most frequent criteria were related to the cardiovascular systems (16%) and 1.2% were related with the endocrine system (22.4% according to STOPP/START version 1 criteria). The frequency of STOPP criteria decreased slightly with age, while the opposite trend was seen for the START criteria. Concerning gender, women had a higher percentage of inappropriate prescribing: 78% versus 65.8% (p = 0.006) ( Table 2) . 3) ***** * p = 0,006; ** p = 0,008; *** p = 0,039; **** p = 0.0001, ***** p = 0.017; 1 Goldberg Anxiety and Depression Scale.
With regard to pathologies, inappropriate prescribing was most frequent among patients with a diagnosis of diabetes (Table 2) . We found a statistically significant relationship between the number of prescribed medicines and the presence of STOPP criteria (p = 0.017). A similar relationship was seen for the START criteria, although this relationship was not statistically significant. We found no relationship between the presence of STOPP/START criteria and adherence. On the other hand, we observed a higher percentage of PIP in patients with a higher frequency of emergency room attendance (Table 2 ).
Worse quality of life was related to inappropriate prescribing (58.08 vs. 64.14; p = 0.009) and this relationship was more evident for STOPP criteria. The factors related with inappropriate prescribing are reported above and those specially affecting any of the STOPP or START criteria are also noted. No statistically significant differences between genders were seen in the frequencies of either set of criteria. However, we noted a greater number of START criteria in patients with diabetes and at risk of depression, while higher numbers of medicines were associated with STOPP criteria (Table 2) .
Multivariate analysis showed that the variables female gender, diagnosis of diabetes and use of more than 10 medicines were directly related to inappropriate prescribing (Table 3) . 
Discussion
Our results, like those of earlier studies, document the high prevalence of PIP (73.6%) in polymedicated patients older than 65 years. However, the results across studies vary depending on the methodology and criteria used, with frequencies ranging from 24% to 73% [6, 8, 9] .
We chose the STOPP/START criteria not only for their added value in detecting inappropriate prescribing of certain medicines but also because they can flag the absences of necessary and important drug prescriptions for the treatment of some processes [4] . We used these criteria together with review of our participants' medical records and the contents of their medicine cabinets, an approach which avoided overestimation of PIP-a potential drawback of studies based on review of drug lists [10] . We found that 48.5% of participants met some STOPP criteria and 43.30% met some START criteria; these percentages are similar to those reported in other studies [11] . The STOPP-START criteria have proven to be a good tool for detecting potentially inappropriate prescriptions and improving the quality of prescription in elderly people in all care settings. In order to set well-defined criteria and fill in the gap in this field, geriatric pharmacotherapy specialists from Ireland and the United Kingdom accepted START/STOPP criteria on the basis of the Delphi consensus method in 2008. STOPP involves a 65-item list with drug-drug and drug-disease interaction, therapeutic duplication and increased risk of cognitive deterioration. On the other hand, START is a list of 22 rules related to common instances of prescribing omissions for older people. These criteria apply to patients aged over 65.
We observed the highest percentage of inappropriate prescriptions for medications to treat cardiovascular diseases. In our patient sample, 16.9% met STOPP criteria and 16% met START criteria for this group of drugs-figures similar to those in other studies [1, [11] [12] [13] [14] . The second most frequent group of inappropriate prescriptions was for medications to treat musculoskeletal illnesses, a result strongly related to the use of anti-inflammatory medicines [7] . According to our analysis of the main criteria, we found that antiplatelet drugs were the principal cause of PIP, either because of inappropriate doses (6.7%) or as a default prescription (5.6%). These percentages, again, are similar to other studies [7, 15, 16] . Another important criterion related to the frequency of occurrence was the non-use of statins (7.5%) in patients with cardiovascular disease. Compared to other studies such as that by Filomena et al. [16] , we noted that our PIP was much higher for statins.
There is a known relationship between the use of benzodiazepines and the risk of falling. In patients with osteoporosis in the present analysis, we found a 9.2% rate of PIP for benzodiazepine use. According to the STOPP/START criteria, we noted a 7.8% rate of omission of prescriptions for calcium and vitamin D supplements [7, 15, 17] .
The predominant social profile of our patients with inappropriate prescriptions was women over 70 years old, living with others (usually with a partner), with intermediate socioeconomic status, low educational level and low social risk. Other research has reported a higher risk of PIP (OR (Odds Ratio) = 1.16) in women regardless of other social factors [18] .
Regarding the number of medicines, most participants in our sample used more than 8 medicines. In our study, as in others, the use of potentially inappropriate prescriptions is related directly to the number of medicines used, hence a greater number of medicines is associated with an increased frequency of STOPP criteria [1, 7, 19, 20] . In addition, we observed a connection between inappropriate prescribing and the use of health resources. In this regard, our findings confirmed that users who sought health services more often were also more likely to meet the criteria for inappropriate prescriptions [21] .
The average score of perceived quality of life in our participants, as measured by the EQ-5D instrument, was within the range of values reported by other studies in Spain [22, 23] . Of note, however, is our finding of an association between poorer quality of life and some STOPP or START criteria. The few relevant articles published thus far have not noted an influence of PIP on quality of life [24] .
We have used the most commonly used tools in our environment. We did not propose a clinical diagnosis of depression that would already exist in the patient's history but the existence of symptoms suggestive of anxiety / depression.
Goldberg scale was used for participants in this study. It should be noted that this scale is not a diagnostic instrument but rather a scale used to detect the risk of depression and/or anxiety. The clinical significance of the Goldberg scale lies in its ability to identify patients at risk for depression and/or anxiety symptoms-an important consideration for clinicians during follow-up of these patients.
On the other hand, we use the EuroQol-5D instrument, a generic HRQoL questionnaire for the evaluation of quality of life in polymedicated patients. The model used consisted of three parts, one of them (EQ-Index) describes the health status according to five dimensions (mobility, self-care, usual activities, pain/discomfort and anxiety/depression). In our study anxiety-depression were the most prevalent disorders (69.1%).
Polypharmacy is common in older patients with diabetes mellitus, in whom PIP rates are high even when medications used to treat diabetes are excluded [25] . The profile of a person with inappropriate prescribing is a patient with diabetes, use of more than 10 medicines and female gender. Knowledge of the profile of patients with inappropriate prescribing will make it possible to design and implement appropriate strategies for them.
One of the main limitations of this study is its cross-sectional design, which precludes the establishment of direct causal relationships. However, the identification of factors related to PIP, which was one of our intended goals, was well within the capabilities of this type of study.
We think that the inclusion criteria do not have biases. The exclusion of patients with dementia or psychiatric illness, as well as language barriers, were made worse by the interview with patients. Although the exclusion of patients with dementia or psychiatric illness can be considered a bias, (higher prevalence of "PIP" in these patients), they represent a small percentage of the total number of polymedicated patients.
Due to the design of our study, we can only affirm that being a woman, the number of prescribed medications and diabetes, is related to a higher prevalence of PIP. We cannot assume the predictive nature of these variables on the detection of inadequate prescription.
Conclusions
In conclusion, more than three-quarters of the participants in our analysis received inappropriate prescriptions for drugs according to STOPP/START criteria. In addition, PIP was directly related to the number of prescribed medicines, gender and certain pathologies (diabetes). The greatest risks of inappropriate prescribing were associated with medications widely used in clinical practice for cardiovascular, musculoskeletal, endocrine, gastrointestinal and central nervous systems diseases and disorders. Bearing in mind that the STOPP/START criteria cannot substitute for clinical judgment, we present data that reveal the need for a review of treatment plans for polymedicated patients over the age of 65 years, as a simple tool against the excess and inappropriate prescribing detected in most studies. Further research is needed to evaluate health outcomes in patients with PIP and analyse the strategies needed to minimize this practice. 
